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Abstract: 

JP 7258093 A 



Nerve growth factor (NGF)-like agent contains sialyllactose. The sialyllactose is pref. 3'- or 6'-sialyllactose. 

ADVANTAGE - The agent is used for treating ageing of the nervous system by promoting survival and function 
maintenance of neurons. 

In an example, sialyllactose mixt. was prepd. from cow's milk (foremilk). 700 mg sialyllactose mixt. was dissolved 
in 80 ml 2 mM pyridine acetate buffer and passed through a Dowex AG1-X2 ion exchange resin column 
equilibrated by the same buffer and eluted with 20 mM pyridine acetate buffer at a rate of 50 ml/hr. The fractions 
contg. 6 f - and 3'-sialyllactose were collected and freeze-dried to obtain 400 mg and 40 mg of 6 ! - and 3'- deriv. The 
nerve projection extending activity of the 6 - deriv. on Neuro 2a cell was 2.98 projections/cell at a concn. of 0.1 
microM compared to 2.30 projections for a control with no addn. of the cpd. 50 mg 3 '-deriv., 170 mg crystalline 
cellulose, 66 mg corn starch, 1 1 mg talc and 3 mg Mg stearate were mixed together uniformly and the mixt. was 
granulated, dried, and tabletted to prepare a tablet prepn. 

Dwg.0/0 

Derwent World Patents Index 

© 2001 Derwent Information Ltd. All rights reserved. 

Dialog® File Number 351 Accession Number 10478665 



MMi» »v Dialog 



AGENT LIKE NERE GROWTH FACTOR 

Publication Number: 07-258093 (JP 7258093 A) , October 09, 1995 

Inventors: 

• ARITA MASANOBU 

• SHIMAMURA SEIICHI 

• FUKUWATARI YASUO 

• ISHIBASHI NORIO 

• SHINODA KAZUMI 

Applicants 

• MORINAGA MILK IND CO LTD (A Japanese Company or Corporation), JP (Japan) 
Application Number: 06-078170 (JP 9478170) , March 23, 1994 

International Class (IPC Edition 6): 

• A61K-031/70 

• A61K-031/70 

• A61K-031/70 

• C07H-007/027 

JAPIO Class: 

• 14.4 (ORGANIC CHEMISTRY— Medicine) 

• 14.1 (ORGANIC CHEMISTRY — Organic Compounds) 

JAPIO Keywords: 

• R059 (MACHINERY™ Freeze Drying) 
Abstract: 

PURPOSE: To provide an agent similar to nerve growth factor, containing a sialyl lactose as an active component, 
effective for promoting the survival of neurocyte and the maintenance of the function, preventing or ameliorating the 
aging of the nervous system, preventing the degeneration and falling off of damaged neurocyte and preventing or 
suppressing the progress of nervous disorder. 

CONSTITUTION: This agent like nerve growth factor contains a sialyl lactose as an active component. The lactose 
is preferably a 3'-sialyl lactose (0-.alpha.-D- NeupNAc-(2->3)-0-.beta.-D-GaLp-(l->4)DGp) of formula I (R is 
group of formula II) or 6-sialyl lactose (0-.alpha.-D-NeupNAc-(2->6)-0-.beta.-D-GaLp-(l->4)-D-Gp) of formula III 
(p is pyranose; G is glucose; GaL is galactose; NeuNAc is N-acetyl- neuraminic acid). The compound can be 
produced e.g. from cow's milk. 
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[»#B2] v^'JJV^h-***. 3' -->7UJW 
yfb-X [O-u-D-NeupNAc - (2-3) 
-0-j3-D-Ga 1 p- (1—4) -D-Gp] T$> 

[»2&B3] ->7U;P7^h-X^. 6' -v7U;W 
vZV-X [O-a-D-NeupNAc - (2 — 6) 
-O-0-D-Ga 1 p- (1— 4) -D-Gp] 10 

[0 0 0 1] 

T. *l{£8<D*jr;tt, ^3-7*5S!t, IUPAC 
(International Union of Pore and Applied Chenistr 
y) ©££fcSt*f?, *0NH»*«J1U pttK^y- a? 

G : 

Gal:#5?r— X GN : {f)l3VS.> 

Neu : y-f 55>K 
NeuNAc : N-7-fe?JPy < 75 >» 
[0 0 0 2] 

HE*©tt«] ttg&fiH? (nerve growth factor . 

CiaWOStlTH*. maO, #£»4&l;:SiNGF8;#: 
*»IM*bTNGF©4«i^**»L&«*fctt. 

ftS*lTH£ {y^^WJiJiV- \s\L -(Physiol og 
ical Review), S4 8g, S5 3 A^-V, 1 96 8^ 
RtfS6 0g, mi 2 8 41-x. 1 9 8 0*f] . UA» 
fe, CCDS^H^BliSfM-rSO, NGF©£S«SS«© 

[0 0 0 3] NGF<D&mS&ihfTt>tlT&Q. 

fcNGF N G F#K4»lc:3V>T#«itt58© 

ff4ffi<&iteUfcie*. NGF*t»Stt^©S*lCt>^ 

Xa.-nDv?-(Experiniental Neurology), 1105 
Sl6 2^->?, 1 9 89^] . 
[0 0 0 4] +ffi»SSlC^t5NGF©2IH4 
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#g&£ia9rbfc7 y hOffHfcftfcNGFettCT&C 
fcfc*D, vision »J >fPf&tt#SfflJS©m 
aiM^n-SCi: [5?v-^-*'/-=a-n-y-'fx> 
X (Journal of Neuroscience) , S6#. S2 1 5 5-"* 
- v, 1 9 8 6 ffRtf-!MX>X (Science) , IB 2 3 5 
12 1 4^-v, 19B7¥], «»7? h©¥ 
S. GttttAtfNGFOBftft&*Tq**dn«;:& 
[*-f (Nature). S3 2 9#, 316 1 

9 8 7$] . &mtomzjL%tv%Mm<mMm®>w& 

©&«>*•, Sl4 5t, 15 7 9^-y, 1 988¥] 
[0 0 0 5] d©«fc5C. NGF o TS»T 

ss?-es>^ct^^*»ic$nT^fcc:t!6^, NGF 
i n«©£ sshs- &=rr a n g f as? ©»3t#it a e 
nrsfc. -?■©££, NGFt«jtw-«iEM»cs«-r 

•5 brain derived neurotrophic factor (BDNF) , 
neurotrophin 3 (NT- 3) » nenrotrophin 4 (NT— 
4) fttfneurotrophin 5 (NT- 5) ZftfiftfLZWi 
(Nature), S3 4 1#, S14 9^-^. 
1 9 89¥, ®&f&3 4 4m, S3 3 9^-$>, 19 9 
0*p> • L^-(FBBS Letter) , £2 6 6#, 

SI 8 7 *-5>, 1 9 9 0^RtfXa-D>(Neuron), 
ft6«. JB8 4 6**-?, 199 14G. 
[0 0 0 6] cn&ttMC. NGFfcSBtW£»J«©N 
GF«jg14<ftSt>4Jie.nTV>-5. XWWsVO, 3" 

S2RR, *3 0 3"<-3>. MXit^ftA, 1990 

Fflto#«t&#jt»tt0uuii3n sea • • m 

3S. S3 5#, £5 3 51-5>. 1 9 9 0*] , NGF 

SSnT^S (4$H¥5 - 2 7 1 0 8 1^4iS) . 
[0 0 0 7] v7'J;U7!? h-xtt. 
-f 9 3 >K. X ttgltt.- / -f 5 3 >KRtf^©<i©*IS 

7S>K*^Ufc63ttHllgT»S3' -->7'j;U7 

(*©fl:i) »i;6' -->7'j;i/7d' 
(^©^2) ^asnxfeo [^'f u — im x>x • 

7^X r-^^'XDairy Science Abstracts) , S2 5 
S, IBl If, S4 4 5^-i;, 1 9 6 3¥] , SvfiJ 
a*l;2 0~4 0mg/l 0 0ml©gl-&X#«L, (fll 
±^F~* ■ r^«^fl;^-^ig3^fi-j , 

ilOl 9*-i>, ^jtaiffi. 1 9 7 0¥) , Aft©* 
Urf««flCtt»0. 0 3 56 (ft^^^tt. S7«, S3 
n, SI 8 4^-y, 1 9 6 9¥) ©fflflrc^*ft, A 
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?L*-m3' -v7U;i^h-X£6' -y7'JM 
^ h-*£#8 5 : 1 5<Z>fl:g5T#«ET£ [7-2H 7 
7s • • /Ht^r^Xh'J- • 7>F • ;W 5* 
y #X(Archives of Biochemistry and Biophysics) f 
S13 0#, S5 0 9^ 1 9 6 9«Ct^gft 

Co oo 8] -t®«!u $>-N-7-fe?*- ■ 

7^h-X [O-o-D-NeupNAc- (2-8) 
-O- a-D-Ne u pNAc - (2 — 3) -O-0- 
D-Galp- (1-4) -D-Gp] (^0>fb3) , 
?2 h -^PVyXV Ha [O-a-D-NeupN 
Ac- (2-3) -0-j3-D-Ga 1 p- (1-3) 
-O-^-D-GpNAc - (1-3) -O-0-D- 
Ga I p- (1-4) -D-Gp] 0k<Dit4) , 
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* h • ^>$"*'y#U Fb {O-0-D-Ga 1 p- (1 
-3) -O- [a-D-NeupNAc- (2 — 6) ] 
-O-5-D-GpNAc- (1-3) -O-0-D- 
Ga 1 p- (1-4) -D-Gp} (&0lt5) , y# 
h^>^t'V*'JKc iO-a-D-NeupNAc 

- (2-6) -0-i3-D-Ga 1 p- (1-4) -O 

- [3-a-GpNAc - (1-3) ] -0-J3-D- 
Ga 1 p- (1-4) -D-Gp) CA<D&6) 

n-®m. mmmK^tob , m 9 8 - 1 0 0 

5>. AAtUK. 1971^, 
[0 0 0 9] 

Hbi] 
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(CHI 



(ft) fl#5Sl©a£Hto 
CO 0 1 5] iinS©«Sg (Xtt-€"©JD 

V. 1 9 9 2¥) CiSt;->7U;P7^h- 

Sgl7#, SSA-5 5"<-i>. 1 9 6 8*) ttttfctlT 

[0 0 16] 

UTfc-t©£tt£&srr*;: ^fc^-asus 

*aM*ft;€Hi±T5lCH. Bf£©ft£fiK:+# 50 



[0017] sfc, wmw&owietemBtTz&WM 
mmmzttLxh, NGF#£sett«ss©stfaxBi9: 

[0 0 18] *S891£Stt. £Ut©«k5fcfij&^6. * 

£tt£#«LT, Aa&trats,4*©&a««tr)^T 

NGF«gft©W*8*&38UfclS&. ->7U^7^h- 
*ICNGF8fStt&SttiU *«W*^f-5lCSo 

[0 0 19] #gffllfi©££Rt«Stgli8£ 
^LT#g&©i£fc£^KrXtt&8U 

B§©iiff SKihXtt&S-TSNG FSS9£g«-r-5C 
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[0 0 2 0] 

[BSg£«?ife-f *&&©#&] MESSS»*-T5*5! 

r--X#. 3' -->7'.UI'7£'r--X [O-a-D-N 
eupNAc- (2 — 3) -O-fl-D-Gal p- 
(1-4) -D-Gp] Rtf6.' -5/7^9* K-X 
[O- a-D-Ne u pNAc - (2-6) -0-0- 
D-Ga 1 p- (1-4) -D-Gp] T&ZZLb&W. 10 

CO 0 2 1] ^lC*55W»C^V>TP^f5. *5SW©N 

GF8ao©w&js#T*s>'7'jji'7?h-xtt, taia 
oj;5icj/7;m (y-f?5>K) RtfSJSfc&fl©* 

0, ->7)I/8£^rr*jrctt, ^>yj*->H5it- 
ftt^ijfcS. ->7U)l'5f h-Xtt, Wt>MZ%>!f 

C0 0 2 2] v^yji^* h-xtt. ^aro^ffiicfc a? 

•%V4 Vii • 7#£(Biochimica Biophysica Acta), % 
4 5i, i6 0M-y, 1 96 0^] SSttf*«Dt 

*ot»s. ^s, woa) £KiMu 5*cr2 4^raa 

«fU Dowexl-X8, 2 0 0~4 0 0^?i'3. 

mmW SMI. *ffilfc*7A (6. 5X2 Oc 
m) IcStfrfl-iSS 300~500ml /^©SSE^TSiS 
U 2 l©*-e*7AWL, jgffliK : 

o. o 8 5m^o-j>-mmmmiR (phi 9~ 

5. 0), Hf-n-:0. 1 58£lfU^>-ftffig 30 
»8£ (pH4. 9~5. 0) ] £1 0ml/#©8ES"? 
SScU 2 5ml-f^©»iiISm«). 15-4 5SB© 

[0 0 2 3] Mtfttt«**>f*-Jl'MftffU *S«J 

§b*u ±«kx— wufcwnu ^^nsafetts 

£«jEft&U MESSRS lrag/m 1 ©t)ST*K 
S»U t»*«UfcDowex5 0-X8, 2 0 0~ 
4 0 0^ji.'/a (H* §D 1J?k (1X2. 5 cm) K 

U 4>S©**/ U x-?*-CtHR3l*. 
tt»®£iaEE&jSIU ffi8i'7UJI'?? h-X«ft«. 
iRfttt^~>©fflai 1 SfcD 2 0 0~4 0 OmgTfc 
*. -£©«}. ##ffJtcE*bfc^C±tjT"b'?->©IO 

■Sf&fcimsu, %4 2m, fsen, ^536-543 

1 9 84ff) ic«k0fl;¥W^c«fct>Tfc5Ki 
-f-5 d £a*T££. SIC. i?3i?7-S (loziasse) £© 

— (Journal of Biological Chemistry ) , 126 2 50 
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12 0 2 5^-y. 1 9 8 7¥i K«fcDOv©3g?L 
©IMSi (->7'J;l'h7>X7x7-1?) £ffiV>T?lSS:6> 

[0 0 2 4] *5B9i©NGF88!tt. E&flXfiftSi 
UTffifflT-&c:£#-e£-5. LTffll>> 

», mmi w&m, ftmi ®mm®m&tmm& 
m&r®.m?z£tifin$z. *&9i©NGFsai©i8: 

1 BfcBl kglSfcDO. 0 1~10 0mg 

KB. mr?Xtm9t>hy\i>9* 5>»-X, F'J>* 
Ml£«Rn-«««(M^#«. *KH©NGF«aO©W 

[0 0 2 5] *CIMfle«LT*»HtJl*tt£R9] 

TS. 

C ©itl&tt. x7 U /Ir? £ h - X©#ft3SE#:g«tt£ 

(i) K»©ias 

a) 3' ->'7'JJl'7^l — X [O-a-D-Neup 
NAc- (2-3) -O-JS-D-Galp- (1- 

4) -d-gp] itma was*, v-^ttso 

b) 6' -z/7V)V79 I — X [O-a-D-Neup 
NAc- (2 — 6) -O-fi-D-Ga 1 p- (1 — 
4) -D-Gp] :TffltA WafiS*. S^tt» 

[0 0 2 6] (2) KBfcftfc 

1 0 %^S&i6jfilfi!*^tJ^^ s> 3 Sft -f - ^;H&«« 

(B*fi^ia:S. ErFDMEMtEft-faJita***) 

TNeuro2a8IJB OcB*Hl^h*^»A) S2 4 

^w«*bfc. »«a^nc*-ra>!r©a« 
ff#fU5«sufc„ ss««ts. ^e^^sa^u, ia«« 
xy^a») c«kD. fflffi£fcD©§a»jast£S©flig 

[0 0 2 7] (3) 

H©KK©iB*ttSlt^-ri*bT?*5. «1*>6W 
e*>*«t3K:. M«Hn©»fil»©fiS i ooxttfc* 

3' -v'7 l JJV7i? K-XRi;6' -i'T'JJk?^ 

h-x*a»©-enett. o. itfM©»ST?¥^3ifi 
ftROT^fiffifio^-rnoRffi^iiTt) i o o as* 

SAT^O, 3.' --XTU^* h-XStf6' ->7 

u > - x fc#gg&s#gffitt©» s c & 

ft. ■?■©«&«, 1$t6 ' -->7'JJW7i' h-XIC*^ 

TS^-cafe-pfc. las. iirSfl;3~<r:6©fl:-&i&^ffi©-> 

7U)V7^ h-XIC^^Tt>KKLfc*<. SS^«©iB 
**t#€.ftfc. 
[0028] 
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CtfM) 




(um) 


3' ->7UA 


0.1 


2.73 (119» 


16.90 014JO 




1.0 


Z 65 (115X) 


15.96 QQ8X) 




10.0 


2.50 (10990 


17.19 (116X) 


6' -^T'J/U 


0.1 


2.98 (13030 


19.38 U31» 




1.0 


2.68 (117X) 


25,20 C17130 




10.0 


2.42 (105X) 


25.95 C176X) 






2.30 (1001) 


14.77 C100JC 



[0029] &zmi 

- • ^DTh^77>f - (Journal of chromato 
graphy) , Jg2 1 2#, SB3 1 3^->>, 198 1?] 

51) l i \z#au$z)),& . (2 : i % v/ 

v) mms i &«nu 4r-c?2 o#w»l<&#u 

4, 0 0 0 gT2 0»fflSi>U ±1 ftHJR 
U &EE»J8Ufco «53 0 0ml) £Seph 

adexG-2 5 (f ine) ffi (7r;VT^7?t 

a. *?z»tf-f;c, i ooxio cm) (c<tD^e*& 

«JcO6 5 0ml-CSffl$n^©T, *n&&<2Ii# (6 
5 0mia>6 9 5 0ml£T<D®#) £->7U;i^^h 
-XH^^LTlEliDtbfco ^«$Dowexl-X 

a«u jss*r*#u somMS&hruv^essE 

(PH5. 0) iC^DetfiilCK^Lfe^TU^^^h- 

(»8 0 0mg) &mzo 
[0 0 3 0] &%M2 (3' -v-TUJl^b-X&tf 
6' -v7U;V^^h-XCOg|S) 
#^WlT^etl^:v7U;i'7^h-X^®;J;D, 7* 
3' — >7UJl^h-X 
ig&fe^n-x 

lfilSfcD±8BE'&ai^(0&^^-»Cig^L, 
6' -y7U^7^ h-X 



(Journal of chromatography) , $2 12i, S3 1 3 
^->>, 198 1?] IC£D3' -i/7»J;]/5^ X 

[0 0 3 1] ^7U;i^£r— Xg-&&7 0 0mg£2 
20 mMifK^J^>gfjS (pH5. 0), 80ml£jS 
#U 2mM»SbTU^>mHK (PH5. 0) 
ftlfcDowexAGl-X2>ft>^ffili§ (Sffi 
9) (/t-f * • FSB. *5A-9-fX 9 0 x 3 c 
m) fc««U 2 0mMSSt:U^>S«ffi (pH5. 
0) $fflViTl^W3>t0 5 0ml<D^TgfflU « 
ttttft 16ml T OttUMf 6 ' - ~>7 U 

^h-XttK&S#^3 15^^3 4 0, 3' -v7U 
JP^h-XteK»W#^3 7 0^£4 1 BfcHKSn 

&<dt, ^n^ns-oi:i!?)> &£i£&u 3- -v 

SO 7UJP7^h-X»4 0 0mg&y6 / -yT'JM^ 
h-X»4 Omg^L 
[00 3 2] 

i 



IS»fe;H3-x 



5 0 (mg) 
17 0 

6 6 

1 1 
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[0033] mmm2 

5 (mg) 
2 1 
8. 5 
2 
3 
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[0 0 3 5] 
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[oo3 4] $mm3 

5 (SfiSB) 
5 0 
40 
2 0 
1 0 
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